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***** Convergent Combination Therapy 

by John S. James 

With the recent news about a three-drug combination which 
stopped HIV infection in laboratory tests, an approach called 
"convergent combination therapy" has generated more interest 
among patients, physicians, and the public than any other 
recent development in AIDS treatment. The media handling of 
the story has angered some scientists and activists, who 
point out that the idea is not new, and that there are a 
number of reasons why it may work less well in people than in 
the laboratory. There seems to be a rough consensus among 
informed observers that the development may indeed be 
important, that it has been overplayed by the media, and that 
there is nothing magic about the number three or about the 
particular three-drug combinations being discussed so far -- 
certain other combinations might work equally well. 

What Is Convergent Combination Therapy? 

Drug combinations have long been important for many diseases 
which are difficult to treat -- for example, cancer and 
tuberculosis -- and AIDS experts have long suspected that HIV 
treatment, too, will require more than one drug. But there 
are different theories guiding the selection of which drugs 
are likely to work well together. 

The usual approach has been to combine drugs which work at 
different stages in the life cycle of the target organism. 
(One successful example of such a combination is called co-
trimoxazole, best known by its brand names Septra or Bactrim, 
which is used for treating or preventing certain infections. 
It consists of two drugs, trimethoprim and sulfamethoxazole, 
combined in a fixed ratio, which block two different enzymes 
required by the target organisms.) 

In AIDS, this conventional approach has called for combining 
drugs which work at different stages in the life cycle of 
HIV, in order to make more powerful treatments, and in 
particular to slow the development of drug resistance (since 
a mutant virus which happens to be resistant to one drug 
will, by chance alone, most likely be susceptible to the 
other; in that case, since the new virus still cannot grow, 
the dangerous mutation will be lost). Examples of this 
approach might be to combine AZT with a protease inhibitor, 
or with a tat inhibitor. Unfortunately this theory has had 
little practical test in AIDS, because all of the approved 
anti-HIV drugs, as well as many of the experimental ones now 
being tested in people, target only one point in the viral 
life cycle, the enzyme reverse transcriptase (which is 
essential for HIV reproduction, but not found at all in 
uninfected human cells). 

The idea behind convergent combination therapy is that 
carefully chosen drugs against the same target, the reverse 
transcriptase enzyme, may work even better together than 
drugs against different targets. The theory is that reverse 
transcriptase must perform critical functions for HIV, and if 
it is changed too much (in order to evade various drugs), it 
may not work as well, and perhaps may not work at all. 

For example, any HIV which is resistant to AZT has been found 
to have one (or more) of only five different mutations in the 
gene which codes for the reverse transcriptase enzyme -- at 
codons (positions in the gene) 41, 67, 70, 215, and 219; the 
one at 215 is the most serious cause of AZT resistance. Of 
course there might also be others which are currently 
unknown. But the point is that there are only a few different 
mutations which can block the effect of AZT and still allow 
the virus to reproduce at all. Other mutations can convey 
resistance to ddI or to other drugs. 

The idea of convergent combination therapy is to find 
particular combinations of drugs, all targeted against the 
reverse transcriptase enzyme, such that there is no 
combination of mutations which could convey resistance to all 
the drugs without also making the reverse transcriptase 
unable to function. Then any variant of HIV would either be 
susceptible to one or more of the drugs, and stopped by it, 
or would be unable to reproduce because of the incompatible 
mutations required to provide the various drug resistances. 
If the theory works, therefore, there would be no 
evolutionary pathway for the virus to develop resistance to 
all of the drugs. 

The reason this idea is fairly new is that it may be most 
applicable to viruses--not to other disease-causing organisms 
such as bacteria, which have much more complex genetic 
machinery than viruses, including various ways to disable 
drugs without necessarily affecting the function which the 
drugs are targeting. 

History: The Harvard Experiments 

According to a detailed news release dated February 16 from 
Massachusetts General Hospital, convergent combination 
therapy was first proposed by Yung-Kang Chow, an M.D.-Ph.D. 
student at Harvard Medical School, working under the 
supervision of Martin S. Hirsch, M.D., a noted AIDS 
researcher and Professor of Medicine at Harvard. Results of 
an early test of the idea, conducted at Massachusetts General 
Hospital, were presented at the VIII International Conference 
on AIDS in Amsterdam, in July 1992.(1) This poster reported 
that a genetically engineered virus, artificially given 
several mutations to confer simultaneous resistance to AZT, 
ddI, foscarnet, and pyridinone (an experimental antiviral 
being developed by Merck & Co., also known as "L661" or "the 
L-drug") was no longer able to reproduce. 

A recent paper in Nature(2) led to the current public 
interest. It describes two different series of experiments. 
In one, viruses were artificially given various mutations, 
for example at positions 215 and 219 (AZT resistance), 74 
(ddI resistance), and 103 (resistance to pyridinone and 
certain other experimental drugs with a similar mechanism of 
action, such as nevirapine). When all these mutations were 
combined in a single virus, the reverse transcriptase (RT) 
activity of that virus was undetectable, and the virus became 
non-infectious. But when only some of these mutations were 
combined (for example, the first three, giving resistance to 
AZT and ddI but not to pyridinone, etc.), then the virus was 
still infectious (although somewhat less so than the original 
virus with none of the mutations). 

The second series of experiments detailed by Chow and others 
in the recent Nature paper tested combinations of two or more 
anti-HIV drugs, at concentrations which can be achieved in 
the body, to see whether they could prevent or stop an HIV 
infection in a laboratory culture of human cells. The 
combinations (1) AZT plus ddI; (2) AZT plus alpha interferon 
plus the Hoffmann-La Roche protease inhibitor Ro31-8959; (3) 
AZT plus alpha interferon plus soluble CD4; and (4) AZT plus 
pyridinone, all failed to do so (although AZT plus pyridinone 
almost worked). However, the three-drug combination AZT plus 
ddI plus pyridinone completely prevented the infection in the 
laboratory test. Even when the drugs were added at the peak 
of HIV infection, seven days after the virus was added, the 
three-drug combination of AZT plus ddI plus pyridinone 
stopped spread of infection in the laboratory cultures. 

After 49 days of the three-drug treatment, the cells were 
placed in a drug-free medium for an additional 45 days, 
giving ideal conditions for HIV to grow. But after the 45 
days, there was no evidence of the virus; nothing was found 
even with a PCR test so sensitive that it could detect a 
single copy of the HIV genetic information within DNA from 
100,000 cells. This does not mean that the virus would 
similarly be reduced to such low levels in people -- for a 
number of reasons, some of which are discussed below. But it 
does suggest that certain combinations (for example, AZT plus 
ddI plus pyridinone) might work much better as antivirals 
than combinations now in use (for example, AZT plus ddI). 

The virus used in this experiment was a clinical isolate 
(i.e., obtained from a patient), not a laboratory strain or a 
product of genetic engineering. The particular patient's 
virus was selected because previous research had suggested 
that it included a number of variants of HIV. 

The Nature article mentioned two other three-drug 
combinations which stopped HIV infection in laboratory 
cultures: AZT plus ddI plus nevirapine (BI-RG-587); and AZT 
plus ddI plus foscarnet (an intravenous drug approved for 
anti-CMV use, which is also known to have some anti-HIV 
effect). No details were given, however; a manuscript on 
these results is in preparation. The success of these other 
combinations (in the laboratory) illustrates that 
"breakthrough suppression is not unique to a particular 
convergent combination. Regardless of the mechanism of 
breakthrough suppression, as reverse transcription is 
necessary to create HIV-1 variants, complete inhibition of 
this process using convergent combination regimens should 
prevent emergence of multiply resistant viruses as well as 
any immune escape mutant viruses." (page 652) 

The work at Harvard/Massachusetts General Hospital was funded 
by three different units of the U.S. National Institutes of 
Health: the National Cancer Institute, the National Institute 
of Allergy and Infectious Diseases, and the Medical Scientist 
Training Program. 

Related Research 

Some of the drug-resistance mutations in the reverse 
transcriptase enzyme are known to interact with each other, 
so that viruses containing certain combinations of mutations 
may behave differently than expected in laboratory 
experiments. For example, a mutation at position 74 which 
causes ddI resistance can also suppress the AZT resistance 
caused by certain other mutations.(3) This data suggested 
that AZT resistance and ddI resistance might not be able to 
co-exist in a single virus. But unfortunately, by the time of 
the VIII International Conference on AIDS in Amsterdam last 
July, some groups reported early data showing that virus 
resistant to both AZT and ddI could be found in some patients 
who had first received AZT treatment and then switched to 
ddI.(4,5)

Other experiments at the Wellcome Research Laboratories in 
Kent, U.K., found another mechanism by which HIV may be 
limited in its ability to develop multi-drug resistance to 
reverse-transcriptase inhibitors.(6) In these tests, a virus 
was constructed with mutations associated with resistance to 
AZT, ddI, and non-nucleoside reverse transcriptase inhibitors 
including pyridinone and nevirapine -- as was done by Chow 
and others in the Harvard group -- except that this virus was 
given a different mutation (at position 181) to confer 
resistance to the non-nucleoside drugs, and it did not 
contain one of the AZT resistance mutations (at position 219) 
that was present in the virus made by the Harvard group. 
Unlike the multiply-resistant virus in the Harvard study, the 
virus with these mutations could reproduce. However, the 
mutation at position 181 suppressed the effect of an AZT-
resistance mutations, so that virus could be inhibited by 
AZT. Although at first this result would seem to weaken that 
of the Harvard group, in that virus with (different) 
mutations known to cause resistance to the same three drugs 
was able to reproduce, the practical result is the same, 
since that virus had become susceptible to AZT again, so the 
three-drug combination should be effective against it. 

Confusion in the News 

One widespread confusion among readers of the news-media 
reports of convergent combination therapy concerns the 
identity of the drugs being discussed (other than AZT and 
ddI). The media picked up the name pyridinone as the third 
drug used in the three-drug combination for most of the 
experiments in the recent Nature article. That name had not 
been widely known before the current publicity, and people 
have often not realized that it is another name for Merck's 
"L-drug," better known as L661 (or L697,661), as mentioned 
above. 

Another confusion is that while the Nature article largely 
reported on AZT plus ddI plus pyridinone, the major clinical 
trial of convergent combination therapy, planned to start in 
a few months, will use a different convergent combination, 
AZT plus ddI plus nevirapine. Nevirapine (also known as BI-
RG-587), an anti-HIV drug being developed by Boehringer 
Ingelheim Pharmaceuticals Inc., is similar to pyridinone in 
that both are non-nucleoside reverse-transcriptase 
inhibitors; and the drugs show cross resistance, meaning that 
virus which has become resistant to one will also be 
resistant to the other even before being exposed to it 
(suggesting that the mechanism of action of the two drugs is 
similar). The combination with nevirapine was tested by the 
Harvard group and found to work; this was reported in the 
Nature article, but few details were given. 

Another confusion stems from a short article in the current 
Business Week (March 8, page 37) which includes the statement 
that "The three-drug approach worked with only certain 
strains of HIV -- variations of the most common form, known 
as HIV-1 -- but it didn't work with other strains." We called 
the reporter, who told us that this statement referred only 
to the tests of whether a virus artificially given certain 
combinations of mutations could reproduce (not to the more 
direct and more important tests of whether a three-drug 
combination given to wild-type virus could stop its growth). 
However, the Harvard group only did this test on one kind of 
virus, and it did not have any failures (cases in which the 
virus could reproduce despite the mutations which conferred 
three-drug resistance). 

While we could not definitively track down this confusion by 
press time, we suspect that the Business Week report may have 
referred to the Kent, U.K. results mentioned above. Here a 
virus remained able to reproduce despite having artificially-
inserted mutations associated with resistance to the same 
three drugs that the Harvard group used. (Some of the 
mutations were different from those used at Harvard, however, 
so the different results concerning the viability of the 
virus are not contradictory.) But in practical terms, the 
mutant virus was still susceptible to the three-drug 
combination, because one of the mutations canceled out the 
resistance provided by another, making the virus become 
susceptible to AZT again. Therefore the three-drug convergent 
combination therapy should still work against the virus 
tested in Kent, since no known combination of mutations 
leaves it able to reproduce and also resistant to all three 
of the drugs. 

Why Convergent Combination Therapy Might Not Work in People 

To keep perspective on the potentially important but still 
unproven idea of convergent therapy, it is important to 
remember that most drugs and therapies which work well in the 
laboratory do not turn out to be useful in people. There are 
many reasons for this. Here are only some of the reasons why 
convergent combination therapy might not work: 

* In the body, HIV infects a number of different kinds of 
cells -- and drugs can work differently in different cells. 
For example, AZT works much better in T-helper cells than in 
macrophages, which also are infected with HIV. Before AZT can 
be effective, it must be chemically transformed to its 
triphosphate form after it enters the cell, and some cells 
are better than others at producing this chemical reaction. 

If any of the three or more drugs used together for 
convergent combination therapy fail to reach effective levels 
in certain kinds of cells, then the virus could still grow in 
those cells, and the therapy would not be completely 
effective. 

* New, unknown mutations might enable HIV to become resistant 
to any particular combination therapy. The large viral burden 
now known to exist in the lymph nodes during HIV infection 
gives plenty of chances for such a mutation to develop, if 
one is biologically possible. 

* Different combinations of known mutations, other than those 
which have been tested so far, might also be able to confer 
simultaneous resistance to drug combination without 
preventing the virus from reproducing. 

* Reverse transcriptase inhibitors will not stop viral 
activity in cells which have already been infected. Even if 
convergent combination therapy prevents further spread of 
infection, the virus in chronically infected cells could 
continue to cause problems. These cells could stay in the 
body for a long time. (In the laboratory cell culture 
experiments, in contrast, infected cells die and stop 
producing virus -- meaning that eliminating the virus in 
cultures does not imply that the same drugs will eliminate it 
in the body.) 

* Until drug combinations are tested in people, no one can be 
sure they will be safe -- a question which is especially 
critical with drugs which will have to be taken indefinitely. 
There could be drug interactions which are harmful, or which 
make one or more of the drugs ineffective. 

In the press release from Massachusetts General Hospital on 
convergent combination therapy, repeated cautions about not 
misinterpreting the results are underlined or in bold type. 

Clinical Trial Plans 

The major clinical trial of convergent combination therapy, 
named ACTG 241, in expected to begin in a few months at sites 
throughout the U.S. -- hopefully starting enrollment by May. 
Volunteers will be randomly assigned to receive either AZT 
plus ddI plus nevirapine, or AZT plus ddI plus a placebo. The 
trial will last one year. Originally it was scheduled to 
recruit 200 volunteers, but that number has been increased to 
400. Sixteen sites are expected to participate. 

A small study now ongoing at the University of Alabama in 
Birmingham is testing the combination in eight volunteers. 
This study is giving nevirapine to three groups of 
volunteers: one of which had been taking AZT alone, another 
taking ddI alone, and the third taking the combination of 
those two; only this last group will serve as a test of the 
convergent combination when the nevirapine is added. The main 
goal of this trial is to check that the combinations are 
safe, as ddI plus nevirapine has not previously been given to 
patients. The study is also measuring p24 antigen levels and 
is doing viral cultures, in order to get a quick estimate of 
whether or not the convergent combination therapy is working. 

Another study, which is recruiting now in Philadelphia, 
Pittsburgh, and Providence, may test a different convergent 
combination (with pyridinone, the Merck "L-drug," combined 
with AZT and ddI), but the decision to try all three drugs 
has not been made yet. For now, the study will only test two 
drugs, comparing AZT alone with AZT plus pyridinone. Merck 
recently decided to begin a pharmacokinetic study to show 
that ddI and pyridinone can safely be used together; if this 
study is successful, then ddI might be added later to both 
treatment groups, giving a comparison of AZT plus ddI with 
the three-drug convergent combination. 

To be eligible for this trial, volunteers must have a T-
helper count under 250. Volunteers do not need to have been 
on any antiretroviral therapy in the past; they can qualify 
whether or not they have used AZT, ddI, or ddC, but if they 
are currently using ddI or ddC, they will need to stop those 
drugs two weeks before entering the trial. (There might also 
be a two-week washout for AZT, and a four-week washout for 
d4T.) This trial will last 24 weeks, and weekly visits to the 
medical center will be required for the first eight weeks, 
then less frequent visits will be required. After the 24 
weeks, L-661 should be available on an open label basis to 
participants, if the drug still looks promising at that time. 

Forty volunteers are now being recruited at each site. For 
more information, call the University of Pennsylvania in 
Philadelphia, 215/662-2473; or the Pitt Treatment Evaluation 
Unit in Pittsburgh, 412/647-8125; or the Miriam 
Hospital/Brown University in Providence, 401/331-8500 x2928. 

Comment: The Future 

We are concerned that, no matter how well convergent 
combination therapy might turn out to work in people, there 
seem to be no plans or institutional means to get it to many 
patients for two years or more. The major trial may take 
several months to begin and then it will run for a year, with 
little chance of data being released before that year is up. 
Then it will likely take months for all the data to be 
collected from the trial sites, checked, analyzed, delivered 
to the FDA, and published. Then, if that trial shows that the 
treatment works well, nevirapine could probably be approved 
for marketing, a process likely to take several more months 
at least. 

What about parallel track, or accelerated approval, as faster 
means to get the treatment to patients in the meantime? The 
problem is that, as far as we know, there are no plans to 
obtain the data needed to support either of these programs, 
until after the major trial is finished and analyzed. It is 
hard to believe that parallel track, let alone accelerated 
approval, could be based on only the eight patients now being 
studied in Birmingham. (The 120-patient trial discussed above 
may or may not decide to test the three-drug combination.) 

What about the treatment underground? We have heard that a 
nevirapine underground will be difficult, because the 
published information on how to synthesize the drug would 
yield too expensive a product. Therefore, expert chemists 
would first need to develop a better synthesis procedure, and 
it seems unlikely that this substantial effort will come 
together underground when there is so little clinical 
evidence to prove that the treatment is useful. (We do not 
know how difficult it would be to synthesize pyridinone, if 
the combination including this drug should turn out to work.) 

What should be done? Two different plans should be pursued. 
First, we need a rapid trial of convergent combination 
therapy with more than the eight patients in Birmingham but 
fewer than the several hundred in the major study now being 
planned. This proposed trial would look at safety, at markers 
of viral activity, and at T-helper count and other markers of 
immune or general health. It should run for several weeks and 
then release the data available at that time, while offering 
the patients ongoing treatment and collecting longer-term 
followup data. One central question this trial would ask 
would be whether patients who continue to deteriorate on 
other therapies are likely to improve when switched to this 
one. If so, the unapproved drug in the combination (probably 
nevirapine or pyridinone) could be given accelerated 
approval, or made available through parallel track if the 
company is willing to pay the expense. (If not, there is no 
legal way to allow patients to pay the cost of parallel-track 
distribution, and governments are very unlikely to pay, so 
patients will be deprived of the drug. It is rumored that 
there have been a number of cases in the past where the FDA 
has pleaded with a company to make its drug available under 
an early-access program but the company has refused; the 
information remains confidential, however, so the public does 
not know, and cannot bring pressure to obtain the drugs or to 
reform the system. The only way we know around this problem 
is to push for accelerated approval, which companies are very 
eager to cooperate with.) 

Second, we should do more laboratory testing to find out 
whether combinations of reverse transcriptase inhibitors 
already approved or otherwise available (AZT, ddI, ddC, d4T, 
foscarnet) show promise as convergent combination therapy. If 
combinations of existing drugs work in the laboratory and 
then work in small human trials, physicians could start using 
them for patients with no alternatives, without waiting for 
official action to be completed. 

Making the system work so that it does the right thing with 
convergent combination therapy could be an early task for the 
new "AIDS czar" (AIDS coordinator, or special assistant to 
the president) when one is appointed. (For news about 
possible candidates for this job, see story in The New York 
Times, February 28, 1993.) 
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***** AIDS Treatment Newsletters (Continued) 

by Tadd Tobias 

In AIDS TREATMENT NEWS #162 (November 6, 1992) we published a 
list of newsletters which we felt our readers could use in 
making informed treatment decisions. As newsletters and other 
such resources come to our attention we will periodically 
publish additions to this list. (Note that the newsletters 
listed last November are not repeated below; you can obtain 
the earlier list be requesting a copy of issue # 162 from 
AIDS TREATMENT NEWS.) 

As always, our readers our encouraged to be in touch with us. 
If you know of any resource that may be helpful to others who 
need AIDS treatment information, or helpful to our research 
and reporting, please feel free to contact our office, or 
preferably send a copy of the information to ATN, P.O. Box 
411256, San Francisco, CA 94141. 

* AIDS Treatment Update. Published monthly by NAM Charitable 
Foundation, Unit 52, The Eurolink Centre, 49 Effra Rd., 
London, Great Britain SW2 1BZ, phone 71-737-1846, or fax at 
71-737-6190. Subscriptions are free to individuals in the UK. 
Institutional rate: £18/yr. Overseas rate: within EC add 
£5/year; outside EC add £15/yr. Published by the same 
organization that produces the National AIDS Manual and the 
UK Directory of HIV/AIDS Treatments and Trials, the first 
issue (November 1992) included detailed articles on 
combination therapy and opportunistic infection prophylaxis, 
as well as a glossary, book reviews, and brief announcements. 
As stated in the newsletter, it is "Britain's first regular 
newsletter specializing in information on HIV/AIDS treatment 
and trials. Each month, AIDS Treatment Update will present 
the most up-to-date research and clinical trial news, and 
provide accessible review topics and background articles." 
The focus of the newsletter is definitely aimed at readers in 
the U.K but it does report about news in the U.S. The first 
issue included thorough discussions about various therapies 
and treatment matters that would be helpful for anyone 
looking for AIDS/HIV treatment information.  

* Being Alive. Published monthly by Being Alive, People with 
HIV/AIDS Action Coalition, 3626 Sunset Blvd., Los Angeles, CA 
90026, phone 213/667-3262. Six Month subscriptions are $12; 
One year subscriptions are $20; and free subscriptions are 
available to anyone who cannot afford the stated rates. This 
comprehensive 20 page newsletter includes AIDS treatment 
information with news from clinical trial research, major 
scientific conferences, physicians, nutritionists, 
dietitians, alternative health practitioners, and community 
members. Being Alive regularly covers medical and political 
news related to issues facing women with HIV. Past coverage 
has included information about travel and immigration, 
insurance and legal issues, and reports about prisoners with 
AIDS. Each newsletter also includes a Spanish language 
section, support services listings for Los Angeles, and other 
matters of practical concern to people living with HIV. 

 * The Common Factor. Published quarterly by the Committee of 
Ten Thousand, c/o The Wellness Center at Packard Manse, 583 
Plain St., Stoughton, MA 02072, phone 617/344-9634. 
Subscriptions are free though tax-deductible contributions 
are gratefully accepted. A relatively new publication which 
has been published since April 1992, this newsletter provides 
an informational forum for the ten thousand people in the 
U.S. who were infected with HIV through blood or blood 
products and for their friends and family. As stated in the 
first issue the Committee of Ten Thousand "was founded as a 
peer-led organization striving to overcome many of the 
difficulties experienced by people with HIV such as social 
stigma, inadequate health care, and isolation." Original 
material and reprints from other AIDS treatment publications 
address these concerns by including timely articles about 
pharmaceutical drug development and clinical trials, 
nutritional and holistic therapies, corporate politics and 
health insurance, legislation and public policy, sexuality 
and psychosocial issues, and HIV care provided by the 
Hemophilia Treatment Centers. 

* Searchlight. Published bimonthly by SEARCH Alliance, 7461 
Beverly Blvd., #304, Los Angeles, CA 90036, phone 213/930-
8820. Subscriptions are free though donations of $25 are 
accepted to offset publication costs. This newsletter covers 
SEARCH Alliance's community based AIDS research efforts. 
Their clinical trials are designed to study drugs or 
treatments that may clearly and quickly show benefit. In 
addition to the coverage of SEARCH's own research, the 
newsletter covers general AIDS treatment information and 
other topics of interest to people dealing with HIV disease. 
It has recently published articles looking at long-term 
survival, early intervention, women and HIV, vaccine 
development, and gene therapy. In each issue there is news 
about upcoming conferences and community forums, as well as 
useful glossary to help make the technical language of AIDS 
treatment research more accessible to people without a 
background in science. 

* AIDS Patient Care. Published bimonthly by Mary Ann Liebert, 
Inc., 1651 Third Ave., New York, NY 10128, phone 212/289-
2300. Subscription rate is $75.00 yearly. The journal covers 
a wide variety of topics relating to HIV disease. Though 
focusing on health care professionals, it does provide useful 
information to people living with AIDS. Included is in-depth 
treatment information written for care providers and geared 
towards treating HIV disease in a clinical setting. This 
often involves looking closely at specific manifestations of 
the disease and current options for treatment. News coverage 
has also followed the emerging tuberculosis epidemic, news 
from the International AIDS conferences, AIDS in rural 
America, mandatory HIV testing for health care workers, 
social services, substance abuse, epidemiology, and 
transmission.  

* Positive Directions. Published quarterly by Positive 
Directions, 140 Clarendon St., Suite 805, Boston, MA 02116. 
Phone, 617/262-3456. One year subscription is $25.00. 
Available free for those in financial need, though anything 
you can afford is appreciated. The articles published in this 
consumer oriented newsletter reflect a self-help model. Each 
edition contains information for persons in all stages of HIV 
disease who are making important treatment decisions; 
regularly covered topics include experimental and approved 
treatments for opportunistic infections, antiviral therapies, 
early intervention and disease prevention strategies, 
nutritional and holistic approaches, mental health, and AIDS 
policy issues. Major portions are translated into Spanish, 
including the feature article. Also included are listings of 
clinical trials, support services and advocacy groups located 
in the Boston area. 

* PAACNOTES. Published monthly by PAAC (Physicians 
Association for AIDS Care) Publishing, Inc., 101 West Grand 
Avenue, Suite 200, Chicago, IL 60601, phone 312/222-0329. 
Subscription rates to non-members: U.S. and Canada, $60 per 
year; elsewhere $100 per year. Although technically a 
"newsjournal" written to address the concerns of physicians 
treating persons with HIV, the medical and nonmedical 
(including legal, social, psychological, and political) 
information can also be useful to persons with HIV, and to 
other healthcare professionals. Because the feature stories 
are targeted to generalists and primary care physicians, and 
not AIDS specialists or researchers, readers will find the 
news thorough enough to answer clinical questions but not so 
detailed and academic that it is overwhelming. Articles 
reviewing standards of care explain treatment options as well 
as diagnostic and prophylactic strategies. Editors present 
medical information from current research and conference 
proceedings, including news of innovative and experimental 
treatment approaches. Upcoming editions will feature articles 
about nutrition, wasting syndrome, and pain management. 

* AIDS/HIV Treatment Directory. Compiled and published by the 
American Foundation for AIDS Research (AmFAR), 733 Third 
Avenue, 12th floor, New York, NY 10017-3204, phone 212/682-
7440, fax 212/682-9812. While it is not a newsletter, anyone 
interested in AIDS treatment information should have access 
to this important directory, now in its sixth year of 
publication (or to its associated computer database called 
TxLink, which allows computerized searching of the same 
information). Published four times a year, the AIDS/HIV 
Treatment Directory lists information about clinical trials 
for treatments for HIV and for associated opportunistic 
infections and cancers, including sites, investigators, entry 
criteria, and numbers to call for information about 
volunteering; it also includes information about the 
treatments themselves -- which sometimes appears in the 
directory before it is published elsewhere. This directory 
focuses on experimental and approved rather than 
"alternative" treatments, although it does include treatments 
sometimes considered alternative, if they are also in 
mainstream clinical trials (for example, NAC, peptide T, and 
compound Q). Most issues also include an article or essay 
relevant to AIDS treatment. 

To order a subscription to the AIDS/HIV Treatment Directory, 
call 212/682-7440 x106. Subscriptions are $44 per year in the 
United States, $66 elsewhere. HIV-positive persons who cannot 
afford a subscription can obtain a copy free from the 
National AIDS Information Clearinghouse, 800/458-5231. 


***** Action Alert: Immigration Ban 

The U.S. Senate passed an amendment to the National 
Institutes of Health Reauthorization Bill on Feb. 18 that 
would make the current Bush Administration policy to ban 
immigration for people with HIV into law. Called the Nichols 
Amendment, it excludes any foreigner with HIV from entering 
the United States, although it allows the U.S. Attorney 
General to waive the ban for non-immigrants who want to enter 
for 30 days or less for educational or medical conferences, 
family visits, tourism, and certain other purposes. As AIDS 
TREATMENT NEWS goes to press, the amendment has not yet come 
before the House of Representatives. 

AIDS activists have fought since 1987 to remove the HIV 
immigration restrictions because they discriminate against 
people with HIV and further the spread of the epidemic by 
driving immigrants at risk of HIV infection underground.  

The situation has worsened in the last 15 months with the 
U.S. Government's imprisonment of Haitian refugees at 
Guantanamo Bay. Action alerts from many organizations -- 
including ACT UP, the San Francisco AIDS Foundation, the 
Coalition for Immigrant and Refugee Rights and the 
International Gay & Lesbian Human Rights Commission -- have 
gone out in the past weeks urging a nationwide response to 
the amendment and the treatment of Haitian refugees. 

These 268 men, women and children were interviewed by the 
Immigration and Naturalization Service and were found to have 
"credible fears of persecution" if forced to return to Haiti. 
They are being held under substandard conditions solely 
because of their HIV status. Last March, James Mason, the 
conservative Assistant Secretary of Health and Human 
Services, warned the INS that "the presence of a large number 
of HIV-infected individuals held for long periods of time in 
a camp environment is likely to result in significantly 
increased public health risks." The refugees, including 19 
pregnant women and 41 children, are surrounded by barbed wire 
and housed in make-shift shelters that leak when it rains, 
are infested with rats, snakes and scorpions, and have only 
wash basins and portable toilets. Two teenagers have tried to 
commit suicide and more than 100 have been on a hunger strike 
for a month. "It seems that they do not know that just like 
them, we are people too," a letter signed by the hunger 
strikers said. "We would rather die because we have realized 
that because we are black, we are being mistreated in order 
for us to die." 

The Clinton Administration has the authority to allow the 
Haitian refugees into the U.S. under the humanitarian parole 
provisions in immigration law. We urge all our readers to 
please call the White House comment line (202/456-1111) to 
ask that Clinton free the refugees.  

Arguments Against the Ban 

The Nichols Amendment to make the current immigration ban 
into law gained widespread public, media and political 
support despite the urgings of the AIDS community. There are 
many reasons to oppose this ban: 

* The HIV exclusion unfairly sets people with HIV apart from 
other diseases and disabilities, despite the fact that HIV is 
not transmitted casually. It plays into hostility and hatred 
toward people with AIDS, and offers the false security that 
the epidemic can somehow be stopped by closing our borders. 

* Because the great majority of new immigrants coming to the 
U.S. are from countries with low rates of HIV infection, this 
law mostly affects immigrants who have lived in this country 
for several years, work here, pay taxes here, paid for health 
insurance here -- and were infected here. Now these people 
face deportation. 

* Fear of deportation drives people underground. The 
overwhelming lesson of the first decade of the AIDS epidemic 
is that to stop the spread of HIV, we must offer anonymous 
testing without any punitive consequences. People who are 
afraid of deportation will not come forward to get the 
testing and education they need to improve their own health 
and learn about how to avoid spreading the virus. 

Cost Argument Fallacies 

The argument most often used to support the ban is that it 
will overburden the health care system and cost millions of 
tax dollars to provide indigent medical services. This 
argument has many fallacies: 

* With the most expensive health care system in the 
industrialized world and no nationally funded health care 
system, the United States is hardly the choice of someone 
seeking free health care. 

* Only the small number of persons with HIV who are otherwise 
qualified to immigrate to the United States are at issue. The 
immigration law requires people to have a job or family that 
can support them. 

* The numbers used to scare people take an estimated average 
cost of care for a person who dies of AIDS ($100,000), and 
then multiply this figure by an estimate of all potential 
immigrants with HIV. This does not take into account the fact 
that only 50 percent of all the people with HIV have so far 
progressed to AIDS, that those otherwise qualified to 
immigrate to the United States usually join family here or 
have jobs that provide health coverage, and that many people 
with HIV lead long productive lives beyond their AIDS 
diagnosis. 

* The costs of imprisoning refugees such as the Haitians, and 
for providing health care in the future because we failed to 
address prevention strategies in immigrant communities, far 
outweigh the potential costs of providing care now. 

* Historically, immigrants have been scapegoated because it 
is believed that they hurt the economy and cost taxpayers 
money. But a July 1992 article in Business Week reported that 
"immigration has proved to be a powerful, pervasive economic 
stimulant." The cover story showed that immigrants pay an 
estimated $90 billion in taxes, compared with the $5 billion 
in welfare benefits they receive; that a quarter of all 
immigrants have college degrees, a slightly higher average 
than their American-born counterparts; and that with their 
bilingual skills, overseas family ties and entrepreneurial 
know-how, they are a crucial link to the exporting of U.S. 
goods and services.  

* A Canadian study found that Canadian immigration was not 
hurting their national health care system, and that HIV was a 
drop in the bucket compared to immigrants with heart disease.  

Take Action 

To help oppose this law, please take a few minutes to call 
your Congressional representatives and voice your opinion. 
The Congressional Switchboard is (202) 224-3121. Or you can 
call your representative's local office.  

The call will only take a few moments as the staff only wants 
to hear your position, not a well-reasoned argument. A 
typical call goes something like this: "Hello, I'm a 
constituent and I want to register my opinion. Please tell 
_________ that I oppose any immigration restrictions based on 
HIV status and that I want the Haitian refugees at Guant‡namo 
Bay released immediately." The staff is doing their job 
properly if they ask for your name and address.  

Personal letters to your political representatives are also 
helpful as are letters to your local newspaper. If you want 
to volunteer to work more actively on this issue, call Tomas 
Fabregas at the San Francisco AIDS Foundation, 415/487/3034. 


***** Announcements 


** San Francisco: Long-Term Survivors Answer Audience 
   Questions, March 13 

On Saturday March 13, the Alternative Treatments Committee of 
ACT UP/San Francisco will conclude its four-part forum, 
"Caring for HIV Naturally," with a panel of long-term 
survivors. Expected speakers include Thomas Avena, Bart 
Casimer, Suzin Gartland, Gloria Little Moon, Sharon Lund, 
George Melton, and Hap Stewart. After short introductory 
talks, most of the five hours scheduled will be open for 
questions from the audience. 

The panel will take place from 1:00 p.m. to 6:00 p.m. in the 
Gazebo Room of the Davies Medical Center, Castro and Duboce 
Streets, San Francisco. 

Comment: Attendees should keep in mind that this panel was 
organized to present information about alternative 
treatments, and some speakers will likely urge rejection of 
mainstream medical care. Many long-term survivors do rely on 
mainstream treatment, however, and people should hear a 
variety of views before making medical decisions.


** San Francisco: d4T Town Meeting, March 10; Ongoing Patient 
   Group 

On March 10, ACT UP/Golden Gate will sponsor a town meeting 
of patients on d4T. This meeting will allow patients to share 
experiences, and is seen as the beginning of an ongoing 
patient-monitored database on d4T. Over 2500 persons 
nationally are already taking d4T, several hundred in the San 
Francisco area. 

The Wednesday, March 10 meeting will be held at 7 p.m. at the 
Metropolitan Community Church, 150 Eureka St., San Francisco. 
Or you can call ACT UP/Golden Gate at 415/252-9200, or leave 
a message regarding d4T on ACT UP's voicemail, 415/241-8800. 


** AIDS Funding Background: Press Kit Available from Project 
   Inform 

Issues concerning Federal funding of AIDS research and other 
programs will become increasingly important over the coming 
weeks and months. Persons and organizations working on these 
issues need a reliable source of background facts and 
figures, especially since much misleading information was 
released under the Bush Administration and repeated in the 
media. (For example, funding totals for AIDS have included 
entitlement expenditures for Medicaid and Medicare, but 
funding totals for other diseases did not, resulting in 
seriously misleading comparisons.) 

Project Inform has prepared a 25-page press kit to support 
its congressional lobbying. To obtain a copy, call 415/558-
8669 and ask for Anne Donnelly. The kit is free to news 
organizations; others are requested to send $2.50 to cover 
postage and handling. 
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